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Amendments to the Claims; 

This listing of claims will replace all prior versions, and listings of claims in the apphcation: 
Listin£ of Claims: 

1 . (Withdrawn) A method for inhibiting growth of a bacterium, the method 

comprising: 

contacting a bacterium with a hoUn-modified bacteriophage in an amount 
effective to infect the bacterium; 

wherein said contacting results in infection of the bacterium by the holin-modified 
bacteriophage and inactivation of the bacterium. 

2. (Withdrawn) The method of claim 1, wherein the bacterium in present in 
or on a non-aqueous matrix. 

3. (Withdrawn) The method of claim 2, wherein the matrix is a solid 
substrate chosen from cloth, bandage material, a porous substrate, or a non-porous substrate. 

4. (Withdrawn) A method for inhibiting growth of bacteria in an infected 
subject, the method comprising: 

administering to the infected subject a holin-modified bacteriophage, wherein the 
bacteriophage is administered in an amount effective to infect a bacterium present in a subject 
and inhibit replication of the bacterium; 

wherein said administering is effective to inhibit growth of the bacteria in the 

subject. 



a) 
b) 
c) 



5. 



(Withdrawn) The method of claim 4, wherein: 

the holin-modified bacteriophage comprises a mutant holin gene; 

the bacteria in the host are drug resistant bacteria; 

the bacterial infection is present on a body surface; or 
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d) the bacterial infection is at a local site. 

6. (Withdrawn) The method of claim 4, wherein: 

a) said administering is to the local site of infection; 

b) at least two or more different holin-modified bacteriophage are 
administered to the subject, including wherein at least two of the holin-modified bacteriophage 
have specificity for different bacterial host cells; or 

c) the subject has a mixed bacterial infection. 

7. (Withdrawn) The method of claim 4, wherein the infecting bacteria is of a 
genus selected fi-om the group consisting of Mycobacteria, Staphylococci, Vibrio, Enterobacter, 
Enterococcus, Escherichia, Haemophilus, Neisseria, Pseudomonas, Shigella, Serratia, 
Salmonella, Streptococcus, Klebsiella and Yersinia. 

8. (Withdrawn) The method of claim 4, wherein the method further 
comprises administering an antimicrobial agent to the subject. 

9. (Withdrawn) The method of claim 8, wherein the antimicrobial agent is 
administered prior to administration of the bacteriophage. 

1 0. (Currently amended) A pharmaceutical composition comprising a holin- 
modified bacteriophage and a pharmaceutically acceptable carrier suitable for administration to 
an infected human mammahan subject in an amount effective to inhibit the growth of an 
infecting bacteria: and 

wherein an earlv lysis of the infecting bacteria and a reduced production of phage 
particles by the holin-modified bacteriophage reduces an anti-phage immune response in said 
subject . 

1 1 . (Previously presented) The composition of claim 1 0, wherein the 
bacteriophage are in lyophilized form. 
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12. (Previously presented) The composition of claim 10, wherein said 
composition comprises a mixture of two or more different holin-modified bacteriophage. 

1 3 . (Original) The composition of claim 12, wherein said composition 
comprises a mixture of two or more different holin-modified bacteriophage that effect inhibition 
of at least two different bacterial hosts. 

14. (Withdrawn) A method of making a holin-modified phage, the method 

comprising: 

contacting a bacterial production host with a holin-modified bacteriophage, 
wherein the bacterial production host suppresses early lysis activity of modified holin of the 
bacteriophage; 

wherein infection of the bacterial production host with the hohn-modified 
bacteriophage provides for production of holin-modified bacteriophage progeny. 

1 5 . (Withdrawn) The method of claim 1 4, wherein the production host 
suppresses modified holin activity by expression of an anti-holin. 

16. (Withdrawn) The method of claim 14, wherein the production host 
suppresses modified holin activity by expression of an antisense mRNA which inhibits 
production of the modified holin. 

17. (Currently amended) A pharmaceutical composition comprising a holin- 
modified bacteriophage and a pharmaceutically acceptable carrier, wherein the holin-modified 
bacteriophage are at least 60% by weight free from proteins and naturally-occurring organic 
molecules r: wherein said composition is administered to an infected manmialian subject in an 
amount effective to inhibit the growth of an infecting bacteria: and 

wherein an early lysis of the infecting bacteria and a reduced production of phage 
particles by the holin-modified bacteriophage reduces an anti-phage inmiune response in said 
subject. 
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1 8. (Previously presented) The pharmaceutical composition of claim 1 7 
wherein the holin-modified bacteriophage are at least 75% by weight free from proteins and 
naturally-occurring organic molecules. 

19. (Previously presented) The pharmaceutical composition of claim 17 
wherein the holin-modified bacteriophage are at least 90% by weight free from proteins and 
naturally-occurring organic molecules. 

20. (Previously presented) The pharmaceutical composition of claim 17 
wherein the holin-modified bacteriophage are at least 99% by weight free from proteins and 
naturally-occurring organic molecules. 

2 1 . (Previously presented) The pharmaceutical composition of claim 1 7 
wherein the composition is suitable for administration to a non-human subject. 

22. (Previously presented) The pharmaceutical composition of claim 1 7 
fiulher comprising an antibiotic. 

23. (Previously presented) The pharmaceutical composition of claim 10, 
wherein the holin-modified bacteriophage comprises a holin gene operably linked to a promoter 
that facilitates early expression. 

24. (Previously presented) The pharmaceutical composition of claim 23, 
wherein the holin gene comprises a non-endogenous hohn gene. 

25. (Previously presented) The pharmaceutical composition of claim 1 0, 
wherein the holin-modified bacteriophage comprises a modified mutant holin gene operably 
linked to a promoter that facilitates early expression of the mutant holin gene product. 

26. (Previously presented) The pharmaceutical composition of claim 23, 
wherein the promoter is inducible. 
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27. (Currently amended) The pharmaceutical composition of claim 10, 
wherein the modified-holin ms is generated using recombinant techniques. 

28 . (Previously presented) The pharmaceutical composition of claim 1 3 , 
wherein the holin-modified bacteriophage effect inhibition of at least two different strains of E. 
coU. 

29. (Previously presented) The pharmaceutical composition of claim 13, 
wherein the holin-modified bacteriophage effect inhibition of at least two different strains of 
Pseudomonas. 

30. (New) The pharmaceutical composition of claim 10 or claim 17, wherein 
the mammalian subject is a human subject. 
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